other day (al ter nat ing with 150 mcg every other day), atenolol 25 mg daily, and trans derm al estradiol 0.1 mg daily.
In March 2000, the pa tient ex pe ri enced a flare-up of asthma that was treated with pred ni sone 40 mg daily, ta pered over a 12-day pe riod. Within 48 hours, she devel oped a manic re ac tion. She felt "hyper," as if her body were "go ing to ex plode, like a hand gre nade," lik en ing it to "adren a line mul ti plied by 100." She was un able to fo cus, make de ci sions, sleep, or write. She ex pe ri enced the sensa tion of bugs crawl ing on her skin. She put her sun glasses in the freezer and her eye glasses in the laun dry bas ket. Worried that she was "go ing crazy," she felt com pletely dys func tional. Her symp toms re solved sev eral days af ter dis con tinu ing pred ni sone.
In June 2000, she de vel oped an other asth matic at tack, again treated with pred ni sone 30 mg daily, ta pered over 6 days. To at ten u ate the an tic i pated psychi at ric side ef fects, her psy chi a trist instructed her to be gin gabapentin 300 mg, 3 times daily, 24 hours prior to start ing the pred ni sone. Dur ing this sec ond course of ste roids, she felt "nor mal and clear-headed," as if the gabapentin had bal anced out the "high." Her only side ef fect was tran sient mild se da tion. Once pred ni sone was dis con tin ued, gabapentin was quickly ta pered over 4 days.
Two months later, she re ceived an other 6-day course of pred ni sone, ini ti ated at 30 mg daily, for a flare-up of her asthma. Once again, gabapentin was ef fec tive in pre vent ing a manic re ac tion-"like a mir a cle," ac cord ing to the pa tient.
While the case sug gests that gabapentin has a pro phy lac tic ef fect against corticosteroid-in duced ma nia, a pla cebo re sponse can not be ex cluded. In ad dition, the sub se quent courses of pred nisone used lower dos ages and a briefer du ra tion than did the ini tial course, which could have min i mized the like lihood of a manic re ac tion. The pos si bil ity of med i ca tion-in duced ma nia can not be ruled out, al though the tem po ral as so ci ations sug gest that this is un likely.
Normally, pro ges ter one me tab o lites sup press CNS ac tiv ity via in creased gamma-aminobutyric acid (GABA)ergic tone (6) . In rats, ad min istra tion of ex og e nous glucocorticoids inhib its the syn the sis of cor ti cal GABAergic ste roids-par tic u larly, of en dog e nous pro ges ter one (7) . This may ex plain how glucocorticoids in duce men tal al ter ations and be hav ioural distur bances. An agent like gabapentin, which in creases GABA syn the sis, ought to mod u late some of these ef fects. Controlled clin i cal tri als are war ranted to study the ef fi cacy of gabapentin in prevent ing corticosteroid-in duced mood or be hav ioural dis tur bances.
David L Ginsberg, MD Norman Sussman, MD New York, New York
St John's Wort-Induced Sexual Dysfunction
Sex ual dys func tion from fluoxetine was re cently de scribed and dis cussed in this jour nal (1) . I re port a case of sex ual dysfunc tion in duced by St John's wort that was re versed by dis con tinu ing this drug.
Case Report
A 42-year-old, sin gle, white man with a 12-year his tory of anx i ety, de pres sion, and ob ses sive-com pul sive dis or der (OCD) pre sented for treat ment. He had had pre vi ous treat ment with fluoxetine, buspirone, bupropion, moclobemide, and paroxetine, but he had to dis continue these be cause of emer gent side effects. There fore, he was re luc tant to ac cept pre scrip tion med i ca tions. Af ter dis cus sion, he did ac cept St John's wort and took it. His anx i ety, de pres sion, and tics abated con sid er ably. Nine months later, how ever, he re ported a dim i nu tion in his sex ual li bido. Sub se quently, he reported more de pres sive symp toms. There af ter, the St John's wort was replaced with citalopram 20 mg daily. His sex ual li bido re turned.
Many peo ple are re luc tant to ac cept prescrip tions for "chem i cal drugs" and frequently use "nat u ral rem e dies." St John's wort is con sid ered by the pub lic to be a "nat u ral rem edy." First used by Proscurides in the 1st cen tury CE (2), St John's wort is now pop u lar world wide, first be com ing so in Ger many (3) .
St John's wort is now sci en tif i cally docu mented as ef fec tive for the treat ment of de pres sion; it is better tol er ated than imipramine (4, 5) . St John's wort is also ef fec tive in treat ing sea sonal af fec tive dis or der (SAD) and in wound heal ing. More over, it has antiinflammatory and an al ge sic ac tiv ity (6) . In vi tro, St John's wort shows an ti vi ral ac tiv ity.
St John's wort's phar ma co logic ef fects are many and in clude downregulation of beta re cep tors, a sig nif i cant in crease in 5-HT 2 re cep tors, weak in hib i tory ef fects on monoamine oxi das es (MAO) A and B, and marked in hib i tory ef fects on synaptosomal up take of se ro to nin, noradrenaline, do pa mine, gammaaminobutyric acid (GABA), and L-gluta mate (7) .
Side ef fects and drug in ter ac tions, however, are be ing in creas ingly re ported, and some are alarm ing (8) (9) (10) . Hence, the US Food and Drug Ad min is tra tion is re view ing its reg u la tion of St John's wort (11) .
Sex ual dys func tion from St John's wort may share the un der ly ing pathophysiology of other an ti de pres sants. St John's wort, how ever, also acts via steroidal mech a nisms (10, 12) . Such steroidal mech a nisms may ex plain its effec tive ness in treat ing premenstrual syndrome (13) . In ter est ingly, a Jap a nese study in di cated that women show more in ter est than do men in St John's wort (14) ; there may be a sex dif fer ence in its use and ef fects. This may ex plain why some women re port im proved sex drive and some men re port re duced li bido. Men who have sex ual dys func tion from St John's wort may be helped by sildafenil (15) .
